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Figure 332 shows the amino acid sequence {SEQ ID NO: 332) derived from ihe coding sequence ofSEQ 
ID NO:33l shown in Figure 331. 

Figure 333 shows a nucleotide sequence (SEQ ID NO:333) of a native sequence PR0323 cDNA, 
wherein SEQ ID NO:333 is a clone designated herein as "DNA35595-1228". 

Figure 334 shows the amino acid sequence {SEQ ID NO:334) derived from the coding sequence of SEQ 
5 ID NO:333 shown in Figure 333. 

Figure 335 shows a nucleotide sequence (SEQ ID NO:335) of a native sequence PR0245 cDNA, 
wherein SEQ ID NO:335 is a clone designated herein as << DNA35638-12!6". 

Figure 336 shows the amino acid sequence {SEQ ID NO:336) derived from the coding sequence of SEQ 
ID NO:335 shown in Figure 335. 
10 Figure 337 shows a nucleotide sequence (SEQ I'D NO: 337) of a native sequence PR0246 cDNA, 

wherein SEQ ID NO:337 is & clone designated herein as "DNA35639-I172". 

Figure 338 shows the amino acid sequence (SEQ ID NO:338) derived from the coding sequence of SEQ 
ID NO;337 shown in Figure 337. 

Figure 339 shows a nucleotide sequence (SEQ ID NO:339) of a native sequence PR02S8 cDNA, 
1,5 wherein SEQ ID NO:339 is a clone designated herein as "DNA35663-5 1 29" . 

Figure 340 shows the amino acid sequence {SEQ ID NO:340) derived from the coding sequence of SEQ 
I'D NO:339 shown in Figure 339. 

Figure 34! shows a nucleotide sequence {SEQ ID NO:341) of a native sequence PRQ248 cDNA, 
wherein SEQ ID NO:341 is a clone designated herein as "DNA35674-1 142". 
20 Figure 342 shows the amino acid sequence (SEQ ID NO:342) derived from the coding sequence of SEQ 

ID NO:341 shown in Figure 341. 

Figure 343 shows a nucleotide sequence (SEQ ID NO: 343) of a native sequence PR0257 cDNA, 
wherein SBQ ID NO: 343 is a clone designated herein as "DNA3584M173". 

Figure 344 shows the amino acid sequence (SEQ ID NO:344) derived from the coding sequence of SEQ 
25 ID NO :343 shown in Figure 343 . 

Figure 345 shows a nucleotide sequetice (SEQ ID NO:345) of a native sequence PRO 172 cDNA, 
wherein SEQ ID NO:345 is a clone designated herein as "DNA35916-1 161". 

Figure 346 shows the amino acid sequence (SEQ ID NO:346) derived from the coding sequence of SEQ 
ID NO:345 shown in Figure 345. 
30 Figure 347 shows a nucleotide sequence (SEQ ID NO:347) of a native sequence PR0258 cDNA. 

wherein SEQ ID NO:347 is a clone designated herein as "DNA359181 174". 

Figure 348 shows the amino acid sequence (SEQ ID NO: 348) derived from the coding sequence of SEQ 
ID NO: 347 shown in Figure 347. 

Figure 349 shows a nucleotide sequence (SEQ ID NO:349) of a native sequence PR0265 cDNA. 
35 wherein SEQ ID NO:349 is a clone designated herein as "DNA36350-1 158" . 

Figure 350 shows the amino acid sequence (SEQ ID NO;350) derived from the coding sequence of SEQ 
ID NO: 349 shown in Figure 349. 
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Figure 351 shows a nucleotide sequence (SEQ ID NO:35I) of a native sequence PR0326 cDNA, 
wherein SEQ ]D NO:35i is a clone designated herein as B DNA37140-I234". 

Figure 352 shows the amino acid sequence (SEQ ID NO:352) derived from the coding sequence of SEQ 
ID NO: 35! shown in Figure 35 i. 

Figure 353 shows a nucleotide sequence (SEQ ID NO:353) of a native sequence PR0266 cDNA. 
5 wherein SEQ ID NO:353 is a clone designated herein as K DNA37150-1 178" . 

Figure 354 shows the amino acid sequence {SEQ ID NO:354) derived from the coding sequence of SEQ 
ID NO:353 shown in Figure 353. 

Figure 355 shows a nucleotide sequence (SEQ ID NO:355) of a native sequence PR0269 cDNA, 
wherein SEQ ID NO:355 is a done designated herein as "DNA3826Q-I 180". 
10 Figure 356 shows the amino acid sequence (SEQ ID NO:356> derived from die coding sequence of SEQ 

ID NO: 355 shown in Figure 355. 

Figure 357 shows a nucleotide sequence (SEQ ID NO:357) of a native sequence PR0285 cDNA, 
wherein SEQ ID N0;357 is a clone designated herein as "DNA4002M 354". 

Figure 358 shows the amino acid sequence (SEQ ID NO: 35 8) derived from the coding sequence of SEQ 
15 ID NO:357 shown in Figure 357, 

Figure 359 shows a nucleotide sequence (SEQ ID NO:359) of a native sequence PR0328 cDNA, 
wherein SEQ ID NO:359 is a clone designated herein as "DNA405874231". 

Figure 360 shows the amino acid sequence (SEQ ID NO:360) derived from the coding sequetice of SEQ 
ID NOi359 shown in Figure 359. 
20 Figure 361 shows a nucleotide sequence (SEQ ID NO:361) of a native sequence PR0344 cDNA, 

wherein SEQ ID N0:361 is a clone designated herein as W DNA40592-I242\ 

Figure 362 shows the amino acid sequence (SEQ ID N0:362) derived from the coding sequence of SEQ 
ID NO :36I shown in Figure 361. 

Figure 363 shows a nucleotide sequence (SEQ ID NO:363) of a native sequence PR0272 cDNA, 
25 wherein SEQ ID N0:363 is a clone designated herein as "DNA4G620- 1183". 

Figure 364 shows the amino acid sequence (SEQ ID NO:364) derived from the coding sequence of SEQ 
ID NO:363 shown in Figure 363, 

Figure 365 shows a nucleotide sequence (SEQ ID NO: 365} of a native sequence PRO301 cDNA, 
wherein SEQ ID NO:365 is a clone designated herein as K DNA4062842I6\ 
30 Figure 366 shows the amino acid sequence (SEQ ID NO: 366) derived from the coding sequence of SEQ 

ID NO :365 shown in Figure 365 . 

Figure 367 shows a nucleotide sequence (SEQ ID NO: 367) of a native sequence PR0331 cDNA, 
wherein SEQ ID N0.367 is a clone designated herein as "DNA4098 1-1234". 

Figure 368 shows the amino acid sequence (SEQ ID NO;368) derived from the coding sequence of SEQ 
35 ID NO:367 shown in Figure 367. 

Figure 369 shows a nucleotide sequence (SEQ ID NO:369) of a native sequence PR0332 cDNA, 
wherein SEQ ID NO: 369 is a clone designated herein as "DNA40982-1235" . 

25 
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Figure 370 shows the amino acid sequence (SEQ ID NO: 370) derived from the coding sequence of SEQ 
ID NO:369 shown in Figure 369, 

Figure 37! shows a nucleotide sequence (SEQ ID NO:37i) of a native sequence PR0353 cDNA, 
wherein SEQ ID NO:37l is a clone designated herein as K DNA4I234-1242\ 

Figure 372 shows the amino acid sequence (SEQ ID NO:372) derived from the coding sequence of SEQ 
5 ID NO :3 7 1 shown in Figure 37 I . 

Figure 373 shows a nucleotide sequence (SEQ ID NO:373) of a native sequence PRO310 cDNA, 
wherein SEQ ID NO:373 k a clone designated herein as "DNA43046-1225". 

Figure 374 shows the annuo acid sequence (SEQ ID NO;374) derived from the coding sequence of SEQ 
ID NO:373 shown in Figure 373. 
10 Figure 375 shows a nucleotide sequence (SEQ ID NO:375) of a native sequence PR0337 cDNA. 

wherein SEQ ID NO:375 is a clone designated herein as "DNA43316-1237". 

Figure 376 shows the amino acid sequence (SEQ I D NO:376) derived from the coding sequence of SEQ 
ID NO:375 shown in Figure 375. 

Figure 377 shows a nucleotide sequence (SEQ ID NO:377) of a native sequence PR0346 cDNA, 
15 wherein SEQ ID NO:377 is a done designated herein as "DNA441674243". 

Figure 378 shows the amino acid sequence (SEQ ID NO:378) derived from the coding sequence of SEQ 
ID NO:377 shown in Figure 377. 

Figure 379 shows a nucleotide sequence (SEQ ID NO:379) of a native sequence PRO350 cDNA, 
wherein SEQ ID NO:379 is a clone designated herein as "DNA44175-I314". 
20 Figure 380 shows the amino acid sequence (SEQ ID NO:380) derived from the coding sequence of SEQ 

ID NO:379 shown in Figure 379. 

Figure 381 shows a nucleotide sequence (SEQ ID NO:381) of a native sequence PR0526 cDNA, 
wherein SEQ ID NO:38i is a clone designated herein as "DNA44184-13I9". 

Figure 382 shows the amino acid sequence (SEQ ID NO:382) derived from the coding sequence of SEQ 
25 ID NO :38 1 shown in Figure 381. 

Figure 383 shows a nucleotide sequence (SEQ ID NO:383) of a native sequence PR038I cDNA, 
wherein SEQ ID NO:383 is a clone designated herein as "DNA44194-I317". 

Figure 384 shows the amino acid sequence (SEQ ID NO:384) derived from the coding sequence of SEQ 
ID NO:383 shown in Figure 383. 
30 Figure 385 shows a nucleotide sequence (SEQ ID NO:385) of a native sequence PR0846 cDNA, 

wherein SEQ ID NO:385 is a clone designated herein as "DNA44196-1353". 

Figure 386 shows the amino acid sequence (SEQ ID NO:386) derived from the coding sequence of SEQ 
ID NO: 385 shown in Figure 385. 

Figure 387 shows a nucleotide sequence (SEQ ID NO:387) of a native sequence PR0363 cDNA, 
35 wherein SEQ ID NO:387 is a done designated herein as ''DNA4541 94252" , 

Figure 388 shows the amino acid sequence (SEQ ID NO: 388) derived from the coding sequence of SEQ 
ID NO:387 shown in Figure 387. 
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Figure 389 shows a nucleotide sequence (SEQ ID NO:389) of a native sequence PR0365 cDNA, 
wherein SEQ ID NO: 3 89 is a clone designated herein as "DNA46777-1253". 

Figure 390 shows the amino acid sequence (SEQ ID NO: 390) derived from the coding sequence of SEQ 
ID NO: 389 shown in Figure 389. 

Figure 391 shows a nucleotide sequence (SEQ ID NO:391) of a native sequence PROJ31Q cDNA, 
5 wherein SEQ ID NO:39l is a clone designated herein as "DNA47394-I572". 

Figure 392 shows the amino acid sequence (SEQ ID NO:392) derived from the coding sequence of SEQ 
ID NO: 391 shown in Figure 391 . 

Figure 393 shows a nucleotide sequence (SEQ ID NO:393) of a native sequence PR0731 cDNA, 
wherein SEQ ID NO:393 is a clone designated herein as K DNA4833M329\ 
10 Figure 394 shows the amino acid sequence (SEQ ID NO:394) derived from the coding sequence of SEQ 

ID NO:393 shown in Figure 393. 

Figure 395 shows a nucleotide sequence (SEQ ID NO:395) of a native sequence PR0322 cDNA, 
wherein SEQ ID NO:395 is a clone designated herein as "DNA48336-1309". 

Figure 396 shows the amino acid sequence (SEQ ID NO:396) derived from the coding sequence of SEQ 
15 ID NO: 395 shown in Figure 395 . 

Figure 397 shows a nucleotide sequence (SEQ ID NO:397) of a native sequence PR0536 cDNA, 
wherein SEQ ID NO:397 is a clone designated herein as "DNA49142-1430", 

Figure 398 shows the amino acid sequence (SEQ ID NO:398) derived from the coding sequence of SEQ 
ID NO: 397 shown in Figure 397. 
20 Figure 399 shows a nucleotide sequence (SEQ ID NO:399) of a native sequence PR07I9 cDNA, 

wherein SEQ ID NO:399 is a clone designated herein as "DNA49646-I327". 

Figure 400 shows the amino acid sequence (SEQ ID NO:400) derived from the coding sequence of SEQ 
ID NO:399 shown in Figure 399. 

Figure 401 shows a nucleotide sequence (SEQ ID NO:40I) of a native sequence PR06J9 cDNA, 
25 wherein SEQ ID NO:40i is a clone designated herein as *DNA4982I-1562". 

Figure 402 shows the amino acid sequence (SEQ ID NO: 402) derived from the coding sequence of SEQ 
ID NO:40i shown in Figure 401 . 

Figure 403 shows a nucleotide sequence (SEQ ID NO:403) of a native sequence PR077S cDNA, 
wherein SEQ ID NO:403 is a clone designated herein as "DNA49829-1346*. 
30 Figure 404 shows the amino acid sequence (SEQ ID NO:404) derived from the coding sequence of SEQ 

ID NO:403 shown in Figure 403. 

Figure 405 shows a nucleotide sequence (SEQ ID NO:405) of a native sequence PRO 1083 cDNA, 
wherein SEQ ID NO:405 is a clone designated herein as "DNA5092 14458". 

Figure 406 shows the amino acid sequence (SEQ ID NO:406) derived from the coding sequence of SEQ 
35 ID NO :405 shown in Figure 405 . 

Figure 407 shows a nucleotide sequence (SEQ ID NO:407) of a native sequence PR0862 cDNA, 
wherein SEQ ID NO.-407 is a clone designated herein as "DNA521874 354". 

27 
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Figure 408 shows the amino acid sequence (SEQ ID NO:408) derived from the coding sequence of SEQ 
ID NO-407 shown in Figure 407. 

Figure 409 shows a nucleotide sequence {SEQ ID NO:409) of a native sequence PRG733 cDNA, 
wherein SEQ ID NO:409 is a clone designated herein as "DNA52196-I34S" , 

Figure 410 shows the amino acid sequence (SEQ ID NO:410) derived from the coding sequence of SEQ 
5 ID N 0:409 shown in Figure 409. 

Figure 411 shows a nucleotide sequence (SEQ ID NO:411) of a native sequence PRO] 188 cDNA, 
wherein SEQ ID NQ:41 1 is a clone designated herein as "DNA5259S- 55 1 8" . 

Figure 4 1 2 shows rhe amino acid sequence {SEQ ID NO: 4 1 2) derived from the coding sequence of SEQ 
ID NO: 4 11 shown in Figure 411. 
10 Figure 413 shows a nucleotide sequence (SEQ ID NO:413) of a native sequence PRO770 cDNA, 

wherein SEQ ID NO:413 is a clone designated herein as "DNA54228-1366". 

Figure 414 shows the amino acid sequence (SEQ ID NO:414) derived from the coding sequence of SEQ 
ID NO:413 shown in Figure 413. 

Figure 415 shows a nucleotide sequence (SEQ ID NO:415) of a native sequence PRO1080 cDNA, 
15 wherein SEQ ID NO:4 15 is a clone designated herein as "DNA56047-1 456" . 

Figure 416 shows the amino acid sequence {SEQ ID NO:416) derived from the coding sequence of SEQ 
ID NO-.415 shown in Figure 415. 

Figure 417 shows a nucleotide sequence (SEQ ID NO:417) of a native sequence PRQ1017 cDNA, 
wherein SEQ ID NO:417 is a clone designated herein as "DNAS6I 12-1379". 
20 Figure 4 1 8 shows the amino acid sequence (SEQ ID NO:4 1 8) derived from die coding sequence of SEQ 

ID NO:4I7 shown in Figure 417. 

Figure 419 shows a nucleotide sequence (SEQ ID NO:4I9) of a native sequence PRO1016 cDNA, 
wherein SEQ ID NO:419 is a done designated herein as "DNA56 J 13-1378". 

Figure 420 shows the amino acid sequence (SEQ ID NO:420) derived from the coding sequence of SEQ 
25 ID NO:419 shown in Figure 419. 

Figure 421 shows a nucleotide sequence (SEQ ID NO:421) of a native sequence PR0792 cDNA, 
wherein SEQ ID N0:42i is a clone designated herein as M DNA56352-1358\ 

Figure 422 shows the amino acid sequence (SEQ ID NO:422) derived from die aiding sequence of SEQ 
ID NO:421 shown in Figure 421 . 
30 Figure 423 shows a nucleotide sequence (SEQ ID NO;423) of a native sequence PR0938 cDNA, 

wherein SEQ ID NO:423 is a clone designated herein as "DNA56433-I406". 

Figure 424 shows the amino acid sequence (SEQ ID NO.-424} derived from the coding sequence of SEQ 
ID NO;423 shown in Figure 423. 

Figure 425 shows a nucleotide sequence (SEQ ID NO:425) of a native sequence PRO101 2 cDNA, 
35 wherein SEQ ID NO;425 is a done designated herein as * ! DNA56439~1376", 

Figure 426 shows the amino acid sequence (SEQ ID NO:426) derived from the coding sequence of SEQ 
ID N0;425 shown in Figure 425. 
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Figure 427 shows a nucleotide sequence (SEQ ID NO:427) of a native sequence PRO 1008 cDNA. 
wherein SEQ ID NO:427 is a clone designated herein as "DNA57S30-1375". 

Figure 428 shows the amino acid sequence (SEQ ID N0:428) derived from the coding sequence of SEQ 
ID NO;427 shown in Figure 427. 

Figure 429 shows a nucleotide sequence {SEQ ID NO:429) of a native sequence PRO 1075 cDNA, 
5 wherein SEQ ID NO:429 is a clone designated herein as "DNA57689-I385" . 

Figure 430 shows the amino acid sequence (SEQ ID NO:430) derived from the coding sequence of SEQ 
ID NO:429 shown in Figure 429. 

Figure 431 shows a nucleotide sequence {SEQ ID NO:431) of a native sequence PRO1007 cDNA, 
wherein SEQ ID NO:431 is a clone designated herein as m DNA57d90-1374". 
10 Figure 432 shows the amino acid sequence (SEQ ID NO:432) derived from die coding sequence of SEQ 

ID NO:43I shown in Figure 431. 

Figure 433 shows a nucleotide sequence (SEQ ID NO:433) of a native sequence PRO1056 cDNA, 
wherein SEQ ID NO:433 is a clone designated herein as "DNA57693-1424". 

Figure 434 shows the amino acid sequence (SEQ ID NO- 434} derived from the coding sequence of SEQ 
1 5 ID NO:433 shown in Figure 433 . 

Figure 435 shows a nucleotide sequence {SEQ ID NO-.435) of a native sequence PR0791 cDNA, 
wherein SEQ ID NO:435 is a clone designated herein as *DNAS7838-133?\ 

Figure 436 shows the amino acid sequence (SEQ ID NO:436) derived from the coding sequence of SEQ 
ID NO:435 shown in Figure 435. 
20 Figure 437 shows a nucleotide sequence (SEQ ID NO:437) of a native sequence FROl 1 1 1 cDNA, 

wherein SEQ ID NO:437 is a done designated herein as "DNA58721-M75". 

Figure 438 shows the amino acid sequence (SEQ ID NO: 438) derived from the coding sequence of SEQ 
ID NO:437 shown in Figure 437. 

Figure 439 shows a nucleotide sequence (SEQ ID NO:439) of a native sequence PROS 12 cDNA, 
25 wherein SEQ ID NO:439 is a clone designated herein as "DN A59205-142J ". 

Figure 440 shows the amino acid sequence (SEQ ID NO:440) derived from the coding sequence of SEQ 
ID NO:439 shown in Figure 439. 

Figure 44 i. shows a nucleotide sequence (SEQ ID NO:44i) of a native sequence PRO1066 cDNA, 
wherein SEQ ID NO:441 is a clone designated herein as W DNA59215-1425\ 
30 Figure 442 shows the amino acid sequence (SEQ ID NO:442) derived from the coding sequence of SEQ 

ID N 0:441 shown in Figure 44 i. 

Figure 443 shows a nucleotide sequence (SEQ ID NO:443) of a native sequence PRO 1 185 cDNA, 
wherein SEQ ID N0:443 is a done designated herein as * , DNA59220-I514", 

Figure 444 shows the amino acid sequence {SEQ ID N0:444) derived from the coding sequence of SEQ 
35 ID NO:443 shown in Figure 443. 

Figure 445 shows a nucleotide sequence (SEQ ID NO:445) of a native sequence PRO 103 1 cDNA, 
wherein SEQ ID N0:445 is a clone designated herein as "DNA59294-138I *. 
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Figure 446 shows the amino acid sequence (SEQ ID NO:446) derived from the coding sequence of SEQ 
ID NO; 445 shown in Figure 445. 

Figure 447 shows a nucleotide sequence {SEQ ID NO:447) of a native sequence PRO 1360 cDNA, 
wherein SEQ ID NO:447 is a clone designated herein as "DNA59488-I603\ 

Figure 448 shows the amino acid sequence (SEQ ID NO:448) derived from the coding sequence of SEQ 
5 ID NO- 447 shown in Figure 447. 

Figure 449 shows a nucleotide sequence (SEQ ID NO:449) of a native sequence PRO 1309 cDNA, 
wherein SEQ ID NO:449 is a clone designated herein as "DNA595884571 

Figure 450 shows the amino acid sequence (SEQ ID NO:450) derived from she coding sequence of SEQ 
ID NO:449 shown in Figure 449. 
10 Figure 45 i shows a nucleotide sequence (SEQ ID NO:45 1) of a native sequence PROl 107 cDNA, 

wherein SEQ ID NO:451 is a clone designated herein as *DNA59606-!471\ 

Figure 452 shows the amino acid sequence (SEQ ID NO:452) derived from the coding sequence of SEQ 
ID NO:451 shown in Figure 45 L 

Figure 453 shows a nucleotide sequence (SEQ ID NO:453) of a native sequence PR0836 cDNA, 
1 5 wherein SEQ ID NO:453 is a clone designated herein as "DNA5962C4 463" . 

Figure 454 shows the amino acid sequence (SEQ ID NO:454) derived from the coding sequence of SEQ 
ID NO:453 shown in Figure 453. 

Figure 455 shows a nucleotide sequence (SEQ ID NO:455) of a native sequence PROl 132 cDNA, 
wherein SEQ ID NO:455 is a clone designated herein as "DNA59767- 1 489" . 
20 Figure 456 shows the amino acid sequence (SEQ ID NO;456) derived from the coding sequence of SEQ 

ID NO:455 shown in Figure 455. 

Figure 457 shows a nucleotide sequence (SEQ ID NO:457) of a native sequence PRO! 13 ! cDNA, 
wherein SEQ ID NO:457 is a done designated herein as "DNA597774480". 

Figure 458 shows the amino acid sequence (SEQ ID NO:458) derived from die coding sequence of SEQ 
25 ID NO: 457 shown in Figure 457 . 

Figure 459 shows a nucleotide sequence (SEQ ID NO:459) of a native sequence PRO 1130 cDNA, 
wherein SEQ ID NO:459 is a clone designated herein as K DNA598I4-1486 H . 

Figure 460 shows the amino acid sequence (SEQ ID NO: 460) derived from the coding sequence of SEQ 
ID NO:459 shown in Figure 459. 
30 Figure 461 shows a nucleotide sequence (SEQ ID NO:46$) of a native sequence PR0844 cDNA, 

wherein SEQ ID NO:46i is a clone designated herein as *DNA59839~1461\ 

Figure 462 shows the amino acid sequence (SEQ ID NO:462) derived from the coding sequence of SEQ 
ID NO:461 shown in Figure 461. 

Figure 463 shows a nucleotide sequence (SEQ ID NO:463> of a native sequence PRO! 154 cDNA, 
35 wherein SEQ ID NO:463 is a clone designated herein as "DNA59846-1503". 

Figure 464 shows the amino acid sequence (SEQ ID NO: 464) derived from the coding sequence of SEQ 
ID NO:463 shown in Figure 463, 
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Figure 465 shows a nucleotide sequence (SEQ ID NO:465) of a native sequence PROllSl cDNA, 
wherein SEQ ID NO:465 is a clone designated herein as it DNA59847-15H\ 

Figure 466 shows the amino acid sequence (SEQ ID NO:466) derived from the coding sequence of SEQ 
ID NO; 465 shown in Figure 46S. 

Figure 467 shows a nucleotide sequence (SEQ ID NO;467) of a native sequence PROU26 cDNA, 
5 wherein SEQ ID NO:467 is a clone designated herein as "DNA606154483 K . 

Figure 468 shows the amino acid sequence (SEQ ID NO:468) derived from the coding sequence of SEQ 
ID NO:467 shown in Figure 467. 

Figure 469 shows a nucleotide sequence {SEQ ID NO:469) of a native sequence PRO 1 186 cDNA, 
wherein SEQ ID NO:469 is a clone designated herein as ,s DNA6062l-1516". 
10 Figure 470 shows the amino acid sequence (SEQ ID NO:470) derived from the coding sequence of SEQ 

ID NO:469 shown in Figure 469. 

Figure 471 shows a nucleotide sequence (SEQ ID NO:471) of a native sequence PROl 198 cDNA, 
wherein SEQ ID NO:471 is a cione designated herein as "DNA60622-1525". 

Figure 472 shows the amino acid sequence (SEQ ID NO:472) derived from the coding sequence of SEQ 
15 ID NO:4? 1 shown in Figure 47 1 . 

Figure 473 shows a nucleotide sequence (SEQ ID NO:473) of a native sequence PRO 1159 cDNA, 
wherein. SEQ ID NO;473 is a clone designated herein as "DNA60627-1508". 

Figure 474 shows the amino acid sequence (SEQ ID NO.-474) derived from the coding sequence of SEQ 
ID NO:473 shown in Figure 473. 
20 Figure 475 shows a nucleotide sequence (SEQ ID NO:475) of a native sequence PRO! 265 cDNA, 

wherein SEQ ID NO:475 is a cione designated herein as "DNA60764-1533". 

Figure 476 shows the amino acid sequence (SEQ ID NO;476) derived from the coding sequence of SEQ 
ID NO:475 shown in Figure 475. 

Figure 477 shows a nucleotide sequence (SEQ ID NO:477) of a native sequence PRO 1250 cDNA, 
25 wherein SEQ ID NO:477 is a clone designated herein as "DNA60775-1532". 

Figure 478 shows the amino acid sequence (SEQ ID NO:478) derived from the coding sequence of SEQ 
ID NO:477 shown in Figure 477. 

Figure 479 shows a nucleotide sequence (SEQ ID NO:479) of a native sequence PR01475 cDNA, 
wherein SEQ ID NO:479 is a cione designated herein as "DNA6U85-1646". 
30 Figure 480 sho ws the amino acid sequence (SEQ ID NO:480) deri ved from the coding sequence of SEQ 

ID NO:479 shown in Figure 479. 

Figure 481 shows a nucleotide sequence (SEQ ID NO:4SI) of a native sequence PR01312 cDNA, 
wherein SEQ ID NO:48! is a clone designated herein as "DNA61873 1574 " . 

Figure 482 shows the amino acid sequence (SEQ ID NO:482) derived from the coding sequence of SEQ 
35 ID NO:481 shown in Figure 481. 

Figure 483 shows a nucleotide sequence (SEQ ID NO:483) of a native sequence PRO 1308 cDNA, 
wherein SEQ ID NO:483 is a clone designated herein as "DNA62306- 1570V 
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Figure 484 shows the amino acid sequence (SEQ ID NO:484) derived from the coding sequence of SEQ 
ID NO: 483 shown in Figure 483. 

Figure 485 shows a nucleotide sequence (SEQ ID NO:485) of a native sequence PRO 1326 cDNA, 
wherein SEQ ID NO:485 is a clone designated herein as *DNA62808-1582". 

Figure 486 shows the amino acid sequence (SEQ ID NO:486) derived from the coding sequence of SEQ 
5 ID NO:485 shown in Figure 485. 

Figure 487 shows a nucleotide sequence (SEQ ID NO:487) of a native sequence PRO! 192 cDNA, 
wherein SEQ ID NO:487 is a clone designated herein as "DNA62814-152I". 

Figure 488 shows the amino acid sequence (SEQ ID NO:488) derived from the coding sequence of SEQ 
ID NO-.487 shown in Figure 487. 
10 Figure 489 shows a nucleotide sequence (SEQ ID NO:4S9) of a native sequence PRO 1246 cDNA, 

wherein SEQ ID NO:489 is a clone designated herein as i 'DNA64885-1529". 

Figure 490 shows the amino acid sequence (SEQ ID NO:490) derived from lite coding sequence of SEQ 
ID NO:489 shown in Figure 489. 

Figure 491 shows a nucleotide sequence (SEQ ID NO:49$) of a native sequence PRO 1356 cDNA, 
.15 wherein SEQ ID NO:49 1 is a clone designated herein as "DNA64S86-1601 " . 

Figure 492 shows the amino acid sequence (SEQ ID NO ;492) derived from tire coding sequence of SEQ 
ID NO:49t shown in Figure 491 . 

Figure 493 shows a nucleotide sequence (SEQ ID NO:493) of a native sequence PRO 1275 cDNA, 
wherein SEQ ID NO:493 is a clone designated herein as "DNA64888-IS4Z*. 
20 Figure 494 shows the amino acid sequence (SEQ ID NO:494) derived from the coding sequence of SEQ 

ID NO:493 shown in Figure 493. 

Figure 495 shows a nucleotide sequence (SEQ ID NO;495) of a native sequence PR01274 cDNA, 
wherein SEQ ID NO:495 is a clone designated herein as "DNA64889-1541". 

Figure 4% shows the amino acid sequence (SEQ ID NO :496) derived from the coding sequence of SEQ 
25 ID NO: 495 shown in Figure 495. 

Figure 497 shows a nucleotide sequence (SEQ ID NO:497) of a native sequence PR01358 cDNA, 
wherein SEQ ID NO:497 is a clone designated herein as «DNA648SKM612\ 

Figure 498 shows the amino acid sequence (SEQ ID NO:498) derived from die coding sequence of SEQ 
ID NO: 497 shown in Figure 497 . 
30 Figure 499 shows a nucleotide sequence (SEQ ID NO:499) of a native sequence PRO 1286 cDNA, 

wherein SEQ ID NO:499 is a clone designated herein as K DNA64903-1553*. 

Figure 500 shows the amino acid sequence (SEQ ID NO: 500) derived from the coding sequence of SEQ 
ID NO:499 shown in Figure 499. 

Figure 501 shows a nucleotide sequence (SEQ ID NO:50>) of a native sequence PRO 1294 cDNA, 
35 wherein SEQ ID NO:501 is a clone designated herein as "DNA64905-I558". 

Figure 502 shows the amino acid sequence (SEQ ID NO:502) derived from the coding sequence of SEQ 
ID NO:50i shown in Figure 501. 
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Figure 503 shows a nucleotide sequence (SEQ ID NO:503) of a native sequence PR01273 cDNA, 
wherein SEQ ID NO:503 is a done designated herein as "DNA65402-1540". 

Figure 504 shows the amino acid sequence {SEQ ID NO:504) derived from the coding sequence of SEQ 
ID NO: 503 shown in Figure 503. 

Figure 505 shows a nucleotide sequence (SEQ ID NO:505) of a native sequence PRO 1 279 cDNA, 
5 wherein SEQ ID NO;505 is a done designated herein as "DNA65405- 1 547" . 

Figure 506 shows fhe amino acid sequence (SEQ ID NO:506) derived from the coding sequence of SEQ 
ID NO:505 shown in Figure 505. 

Figure 507 shows a nucleotide sequence {SEQ ID NO; 507) of a native sequence PRO 11 95 cDNA, 
wherein SEQ ID NO: 507 is a done designated herein as "DNA654124523". 
1 0 Figure 508 sho ws the amino acid sequence (SEQ ID NO :508) derived from the coding sequence of SEQ 

ID NO:507 shown in Figure 507. 

Figure 509 shows a nucleotide sequence (SEQ ID NO:509) of a native sequence PR01271 cDNA, 
wherein SEQ ID NO: 509 is a clone designated herein as "DNA66309-1538". 

Figure 510 shows the amino acid sequence (SEQ ID NO:5l0) derived from the coding sequence of SEQ 
1 5 ID NO: 509 shown in Figure 509. 

Figure 511 shows a nucleotide sequence (SEQ ID NO:5U) of a native sequence PRO 1 338 cDNA, 
wherein SEQ ID NO:5 1 ! is a done designated herein as "DNA66667- i 596" . 

Figure 5 12 shows the amino acid sequence (SEQ ID NO:512) derived from the coding sequence of SEQ 
ID NO:51I shown in Figure 511. 
20 Figure 513 shows a nucleotide sequence (SEQ ID NO:513) of a native sequence PR01343 cDNA, 

wherein SEQ ID N0:5I3 is a clone designated herein as "DNA66675-1587". 

Figure 514 shows the amino acid sequence (SEQ ID NO:514) derived from the coding sequence of SEQ 
ID N0:513 shown in Figure 513. 

Figure 515 shows a nucleotide sequence (SEQ ID NO:515) of a native sequence PRO 1434 cDNA, 
25 wherein SEQ ID NO:5 15 is a clone designated herein as ''DNA68818-2536-' . 

Figure 5 16 shows the amino acid sequence (SEQ ID NO:516) derived from the coding sequence of SEQ 
ID NO:515 shown in Figure 515. 

Figure 517 shows a nucleotide sequence (SEQ ID NO:517> of a native sequence PR01418 cDNA, 
wherein SEQ ID N0:5I7 is a clone designated herein as "DNA68864-3629", 
30 Figure 5 1 8 shows the amino acid sequence (SEQ ID NO:51 8) derived from the coding sequence of SEQ 

ID NO:517 shown m Figure 517. 

Figure 519 shows a nucleotide sequence (SEQ ID NO:519) of a native sequence PRO 1387 cDNA, 
wherein SEQ ID NO:519 is a clone designated herein as * DN A68872 1 620" . 

Figure 520 shows the amino acid sequence (SEQ 1 D NO: 520) derived from the coding sequence of SEQ 
35 ID NO:5!9 shown in Figure 5 19. 

Figure 521 shows a nucleotide sequence (SEQ ID NO:52l) of a native sequence PR01384 cDNA, 
wherein SEQ ID NO;521 is a clone designated herein as "DNA7U59-1617", 
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Figure 522 shows the amino acid sequence (SEQ ID NO:522) derived from the coding sequence of SEQ 
ID NO: 521 shown in Figure 521. 

Figure 523 shows a nucleotide sequence (SEQ ID NO:523) of a native sequence PRO! 565 cDNA, 
wherein SEQ ID NO: 523 is a clone designated herein as *DNA73727-1673". 

Figure 524 shows the amino acid sequence (SEQ ID NO:524) derived from the coding sequence of SEQ 
5 ID NO: 523 shown in Figure 523 . 

Figure 525 shows a nucleotide sequence (SEQ ID NO:525) of a native sequence PR01474 cDNA, 
wherein SEQ ID NO:525 is a clone designated herein as *DNA73739-1645". 

Figure 526 shows the amino acid sequence (SEQ ID NO:526) derived from the coding sequence of SEQ 
ID NO: 525 shown in Figure 525. 
10 Figure 527 shows a nucleotide sequence (SEQ ID NO:527) of a native sequence PR01917 cDNA, 

wherein SEQ ID NO: 527 is a clone designated herein, as "DNA?6400-2528\ 

Figure 528 shows the amino acid sequence (SEQ ID NO:528) derived from the coding sequence of SEQ 
ID NO:527 shown in Figure 527. 

Figure 529 shows a nucleotide sequence {SEQ ID NO: 529) of a native sequence PRO 1787 cDNA. 
15 wherein SEQ ID NO:529 is a clone designated herein as "DNA765 10-2504". 

Figure 530 shows the amino acid sequence (SEQ ID NO:530) derived from the coding sequence of SEQ 
ID NO: 529 shown in Figure 529. 

Figure 531 shows a nucleotide sequence (SEQ ID NO:531) of a native sequence PR01556 cDNA, 
wherein SEQ ID NO:531 is a clone designated herein as "DNA76529-1666". 
20 Figure 532 shows the amino acid sequence (SEQ ID NO:532) derived from the coding sequence of SEQ 

ID NO:53i shown in Figure 531. 

Figure 533 shows a nucleotide sequence (SEQ ID NO:533) of a native sequence PRQ1561 cDN A, 
wherein SEQ ID N0:533 is a clone designated herein as "DNA76538-1670". 

Figure 534 shows the amino acid sequence (SEQ ID NO:534) derived from die coding sequence of SEQ 
25 ID N0.-533 shown in Figure 533. 

Figure 535 shows a nucleotide sequence (SEQ ID NO:535) of a native sequence PR01693 cDNA, 
wherein SEQ ID NO:535 is a clone designated herein as "DNA77301-I7G8'. 

Figure 536 shows the amino acid sequence (SEQ ID NO:536) derived from the coding sequence of SEQ 
ID NO: 535 shown in Figure 535 . 
30 Figure 537 shows a nucleotide sequence (SEQ ID NO:537) of a native sequence PR0186S cDNA, 

wherein SEQ ID NO:537 is a clone designated herein as "DNA77624-2515". 

Figure 538 sho ws the amino acid sequence (SEQ ID NO: 538) derived from the coding sequence of SEQ 
ID NO: 537 shown in Figure 537. 

Figure 539 shows a nucleotide sequence (SEQ ID NO:539) of a native sequence PRO1890 cDNA, 
35 wherein SEQ ID NO : 539 is a clone designated herein as K DNA7923G-2525 " . 

Figure 540 shows the amino acid sequence (SEQ ID NO:540) derived from the coding sequence of SEQ 
ID NO:539 shown in Figure 539. 
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Figure 541 shows a nucleotide sequence (SEQ ID NO:54I) of a native sequence PR01887 cDNA, 
wherein SEQ ID NO; 541 is a done designated herein as B DNA79862~2522\ 

Figure 542 shows the amino acid sequence (SEQ ID NO:542) derived from the coding sequence of SEQ 
ID NO:541 shown in Figure 541. 

Figure 543 shows a nucleotide sequence (SEQ ID NO:543) of a native sequence PRQ4353 cDNA, 
5 wherein SEQ ID NO: 543 is a clone designated herein as "DNA80 3 45-2594" . 

Figure 544 shows the amino acid sequence {SEQ ID NO: 544) derived from the coding sequence of SEQ 
ID NO:S43 shown in Figure 543. 

Figure 545 shows a nucleotide sequence (SEQ ID NO:545) of a native sequence PR018GI cDNA, 
wherein SEQ ID NO: 545 is a done designated herein as "DNA8350O-2506\ 
10 Figure 546 shows the amino acid sequence (SEQ ID NO: 546) derived from the coding sequence of SEQ 

ID NO:545 shown in Figure 545. 

Figure 547 shows a nucleotide sequence (SEQ ID NO:547) of a native sequence PR04357 cDNA, 
wherein SEQ ID NO: 547 is a clone designated herein as "DNA849 17-2597". 

Figure 548 shows the amino acid sequence (SEQ ID NO: 548) derived from lite coding sequence of SEQ 
15 ID NO:547 shown in Figure 547. 

Figure 549 shows a nucleotide sequence (SEQ ID NO: 549) of a native sequence PRO4302 cDNA, 
wherein SEQ ID NO:549 is a clone designated herein as "DNA9221S-2554". 

Figure 550 shows the amino acid sequence (SEQ ID NO:550) derived from the coding sequence of SEQ 
ID NO:549 shown in Figure 549. 

20 

DETAILED DESCRIPTION OF THE PREFERRED EMBODIMENTS 
I. Definitions 

The terms "PRO polypeptide" and "PRO" as used herein and when Immediately followed by a 
numerical designation refer to various polypeptides, wherein the complete designation (i.e. , PRO/number) refers 

25 to specific polypeptide sequences as described herein. The terms "PRO/number polypeptide" and 
"PRO/number" wherein the term "number" is provided as an actual numerical designation as used herein 
encompass native sequence polypeptides and polypeptide variants (which are further defined herein). The PRO 
polypeptides described herein may i>e isolated from a variety of sources, such as from human tissue types or 
from another source, or prepared by recombinant or synthetic methods. The term "PRO polypeptide" refers to 

30 each individual PRO/number polypeptide disclosed herein. All disclosures in tins specification which refer to 
the "PRO polypeptide" reler to each of the polypeptides individually as well as jointly. For example, 
descriptions of the preparation of, purification of, derivation of, formation of antibodies to or against, 
administration of, compositions containing, treatment of a disease with, etc., pertain to each polypeptide of the 
invention individually. The term "PRO polypeptide" also includes variants of the PRO/number polypeptides 

35 disclosed herein. 

A "native sequence PRO polypeptide" comprises a polypeptide having the same amino acid sequence 
as the corresponding PRO polypeptide derived from nature. Such native sequence PRO polypeptides can be 
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isolated from nature or can be produced by recombinant or synthetic means. The term "native sequence PRO 
polypeptide'' specifically encompasses naturally-occurring truncated or secreted forms of the specific PRO 
polypeptide (e.g., an extracellular domain sequence), naturally-occurring variant tbrms (e.g., alternatively 
spliced forms) and naturally-occurring allelic variants of the polypeptide. In various embodiments of the 
invention, the native sequence PRO polypeptides disclosed herein are mature or full-length native sequence 
5 polypeptides comprising the full-length amino acids sequences shown in the accomp i « ir rui s Start and 
stop codons are shown in bold font and underlined in the figures. However, while the PRO polypeptide 
disclosed in the accompanying figures are shown to begin with methionine residues designated herein as amino 
acid position 1 in the figures, it is conceivable and possible that other methionine residues located either upstream 
or downstream from the amino acid position 1 in the figures may be employed as the starting amino acid residue 

10 for the PRO polypeptides. 

The PRO polypeptide "extracellular domain" or "ECD" refers to a form of the PRO polypeptide which 
is essentially free of the transmembrane and cytoplasmic domains. Ordinarily, a PRO polypeptide BCD will have 
less than 1% of such transmembrane and/or cytoplasmic domains and preferably, will have less than 0.5% of 
such domains, it will be understood that any transmembrane domains identified for the PRO polypeptides of 

15 the present invention are identified pursuant to criteria routinely employed in the art for identifying that type of 
hydrophobic domain. The exact boundaries of a transmembrane domain may vary but most likely by no more 
than about 5 amino acids at either end of the domain as initially identified herein. Optionally, therefore, an 
extracellular domain of a PRO polypeptide may contain from about 5 or lower atnino acids on either side of the 
transmembrane domain/extracellular domain boundary as identified in the Examples or specification and such 

20 polypeptides, with or without the associated signal peptide, and nucleic acid encoding them, are comtemplated 
by the present invention. 

The approximate location of the "signal peptides" of the various PRO polypeptides disclosed herein are 
shown in the present specification and/or the accompanying figures. H is noted, however, that the C-teraiinal 
boundary of a signal peptide may vary, but most likely by no more than about 5 amino acids on either side of 

25 the signal peptide C-ierminal boundary as initially identified herein, wherein the C-terminal boundary of the 
signal peptide may be identified pursuant to criteria routinely employed in the art for identifying that type of 
amino acid sequence element (e.g., Nielsen et ah, Prot. Eng, 10: 1-6(1997) and von Heinje et ah, Nuel, Acids. 
Res. 14:4683-4690 (1986)). Moreover, it is also recognized that, in some cases, cleavage of a signal sequence 
from a secreted polypeptide is not entirely uniform, resulting in more than one secreted species. These mature 

30 polypeptides, where the signal peptide is cleaved within no more than about 5 amino acids on either side of the 
C-terminal boundary of the signal peptide as identified herein, and the polynucleotides encoding them, are 
contemplated by the present invention. 

"PRO polypeptide variant" means an active PRO polypeptide as defined above or below having at least 
about 80% amino acid sequence identity with a full-length native sequence PRO polypeptide sequence as 

35 disclosed herein, a PRO polypeptide sequence lacking the signal peptide as disclosed herein, an extracellular 
domain of a PRO polypeptide, with or without the signal peptide, as disclosed herein or any other fragment of 
a full -length PRO polypeptide sequence as disclosed herein. Such PRO polypeptide variants include, for 
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instance, PRO polypeptides wherein one or more amino acid residues are added, or deleted, at the H- or C- 
terminus of the Ml-Iength native amino acid sequence. Ordinarily, a PRO polypeptide variant will have at least 
about 80% amino acid sequence identity, alternatively at least about 81% ammo acid sequence identity, 
alternatively at least about 82% amino acid sequence identity, alternatively at least about 83% amino acid 
sequence identity, alternatively at least about 84% amino acid sequence identity , alternatively at least about 85 % 
5 amino acid sequence identity, alternatively at least about 86% amino acid sequence identity, alternatively at least 
about 87% ammo acid sequence identity, alternatively at least about 88% amino acid sequence identity, 
alternatively at least about 89% amino acid sequence identity, alternatively at least about 90% amino acid 
sequence identity, alternatively at least about 95 % amino acid sequence identity , alternatively at least about 92% 
amino acid sequence identity, alternatively at least about 93 % amino acid sequence identity, alternatively at least 

10 about 94% amino acid sequence identity, alternatively at least about 95% amino acid sequence identity, 
alternatively at least about 96% ammo acid sequence identity, alternatively at least about 97% amino acid 
sequence identity, alternatively at least about 98% amino acid sequence identity and alternatively at least about 
99 % amino acid sequence identity to a Ml -length native sequence PRO polypeptide sequence as disclosed herein, 
a PRO polypeptide sequence lacking the signal peptide as disclosed herein, an extracellular domain of a PRO 

15 polypeptide, with or without the signal peptide, as disclosed herein or any other specifically defined fragment 
of a full-length PRO polypeptide sequence as disclosed herein. Ordinarily, PRO variant polypeptides are at least 
about 10 amino acids in length, alternatively at least about 20 amino acids in length, alternatively at least about 
30 amino acids in length, alternatively at least about 40 amino acids in length, alternatively at least about 50 
amino acids in length, alternatively at feast about 60 amino acids in length , alternatively at least about 70 amino 

20 acids in length, alternatively at least about 80 amino acids in length, alternatively at least about 90 amino acids 
in length, alternatively at least about 100 amino acids in length, alternatively at least about ISO amino acids in 
length, alternatively at least about 200 amino acids in length, alternatively at least about 300 amino acids in 
length, or more. 

"Percent {%) amino acid sequence identity" with respect to the PRO polypeptide sequences identified 
25 herein is defined as the percentage of amino acid residues in a candidate sequence that are identical with the 
amino acid residues in the specific PRO polypeptide sequence, after aligning the sequences and introducing gaps, 
if necessary, to achieve the maximum percent sequence identity, and not considering any conservative 
substitutions as part of the sequence identity. Alignment for purposes of determining percent amino acid 
sequence identity can be achieved in various ways that are within the skill in the art, for instance, using publicly 
30 available computer software such as BLAST, BLAST-2, ALIGN or Megaltgn (DNASTAR) software. Those 
skilled in the art can determine appropriate.paramete.rs for measuring alignment, including any algorithms needed 
to achieve maximal alignment over the full length of the sequences being compared. For purposes herein, 
however % amino auu sequ , sequence comparison computer program 

ALIGN-2, wherein the complete source code for the ALIGN-2 program is provided in Table 1 below. The 
35 ALIGN-2 sequence comparison computer program was authored by Genenteeh, toe . and the source code shown 
in Table 1 below has been filed with user documentation in the U.S. Copyright Office, Washington D.C., 20559, 
where it is registered under U.S. Copyright Registration. No. TXU510087, The ALIGN- 2 program is publicly 
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available through Genenfech, Inc. . South San Francisco, California or may be compiled from the source code 
provided in Table 1 below. The ALIGN-2 program should be compiled for use on a UNIX operating system, 
preferably digital UNIX V4.0D. All sequence comparison parameters are set by the ALIGN-2 program and 
do not vary. 

In situations where ALIGN-2 is employed for amino acid sequence comparisons, the % amino acid 
5 sequence identity of a given amino acid sequence A to, with, or against a given amino acid sequence B (which 
can alternatively be phrased as a given amino acid sequence A that has or comprises a certain % amino acid 
sequence identity to, with, or against a given amino acid sequence B) is calculated as follows: 



100 times the fraction X/Y 

10 

where X is the number of amino acid residues scored as identical matches by the sequence alignment program 
ALIGN-2 in that program's alignment of A and B, and where Y is the total number of amino acid residues in 
B. it will be appreciated that where the length of amino acid sequence A is not equal to the length of amino acid 
sequence B, the % amino acid sequence identity of A to B will not equal the % amino acid sequence identify of 

15 B to A. As examples of % amino acid sequence identity calculations using this method, Tables 2 and 3 
demonstrate how to calculate the % amino acid sequence identity of the amino acid sequence designated 
"Comparison Protein" to me amino acid sequence designated "PRO" , wherein "PRO" represents the amino acid 
sequence of a hypothetical PRO polypeptide of interest, "Comparison Protein" represents the amino acid 
sequence of a polypeptide against which the "PRO" polypeptide of interest is being compared, and "X, " Y" and 

20 "Z" each represent different hypothetical amino acid residues. 

Unless specifically staled otherwise, all % amino acid sequence identity values used herein are obtained 
as described in the immediately preceding paragraph using the AUGN-2 computer program. However, % amino 
acid sequence identity values may also he obtained as described below by using the WU-BLAST-2 computer 
program (Altsehui et al„ Methods in Enzvmolog v 266:460-480 (1996)). Most of the WU-BLAST-2 search 

25 parameters are set to die default values. Those not set to default values, i.e., the adjustable parameters, are set 
with the following values: overlap span = 1 , overlap fraction ~ 0. 125, word threshold (T) = 11, and scoring 
matrix « BLOSUM62. When WU-BLAST-2 is employed, a % amino acid sequence identity value is 
determined by dividing (a) the number of matching identical amino acid residues between the amino acid 
sequence of the PRO polypeptide of interest having a sequence derived from the nati ve PRO polypeptide and 

30 the comparison amino acid sequence of interest (i.e. , the sequence against which the PRO polypeptide of interest 
is being compared which may be a PRO variant polypeptide) as determined by WU-BLAST-2 by (b) fee total 
number of amino acid residues of the PRO polypeptide of interest. For example, in the statement "a polypeptide 
comprising an the amino acid sequence A which has or having at least 80% amino acid sequence identity to the 
amino acid sequence B" , the amino acid sequence A is the comparison amino acid sequence of interest and the 

35 amino acid sequence B is the amino acid sequence of the PRO polypeptide of interest. 

Percent amino acid sequence identity may also be determined using the sequence comparison program 
NCBI-BLAST2 (Altsehui et al., Nucleic Acids Res. 25:3389-3402 (1997)). The NCBI-BLAST2 sequence 
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comparison program may be downloaded from hup://w\vwmcbLmra.r»h,gov or otherwise obtained from the 
National Institute of Health, Bethesda, MD, NCBI-BLAST2 uses several search parameters, wherein all of those 
search parameters are set to default values including, for example, unmask = yes, strand ~ all, expected 
occurrences ~ 10, minimum low complexity length - 15/5, multi-pass e-vaiue = 0.01, constant for multi-pass 
« 25, dropoff for final gapped alignment = 25 and scoring matrix ~ BLOSUM62. 
5 In situations where NCBI-BLAST2 is employed for amino acid sequence comparisons, die % amino 

acid sequence identity of a given amino acid sequence A to, with, or against a given amino acid sequence 8 
(which can alternatively be phrased as a given amino acid sequence A that has or comprises a certain % amino 
acid sequence identity to, with, or against a given amino acid sequence B) is calculated as follows: 

1.0 100 times the fraction X/Y 

where X is the number of amino acid residues scored as identical matches by the sequence alignment program 
NCBI-BLAST2 in that program's alignment of A and B, and where Y is the total number of amino acid residues 
in B. It will be appreciated thai where the length of amino acid sequence A is not equal to the length of amino 
15 acid sequence 8, the % amino acid sequence identity of A to B will not equal the % amino acid sequence identity 
of B to A . 

"PRO variant polynucleotide" or "PRO variant nucleic acid sequence" means a nucleic acid molecule 
which encodes an active PRO polypeptide as defined below and which has at least about 80% nucleic acid 
sequence identity with a nucleotide acid sequence encoding a full-length native sequence PRO polypeptide 

20 sequence as disclosed herein, a full-length native sequence PRO polypeptide sequence lacking the signal peptide 
as disclosed herein, an extracellular domain of a PRO polypeptide, with or without the signal peptide, as 
disclosed herein or any other fragment of a full-length PRO polypeptide sequence as disclosed herein. 
Ordinarily, a PRO variant polynucleotide will have at least about 80% nucleic acid sequence identity, 
alternatively at least about 81% nucleic acid sequence identity, alternatively at least about 82% nucleic acid 

25 sequence identity , alternatively at least about 83 % nucleic acid sequence identity, ahernati vely at least about 84 % 
nucleic acid sequence identity, alternatively at least about 85% nucleic acid sequence identity, alternatively at 
least about 86% nucleic acid sequence identity, alternatively at least about 87% nucleic acid sequence identity , 
alternatively at least about 88% nucleic acid sequence identity, alternatively at least about 89% nucleic acid 
sequence identity, alternatively at least about 90% nucleic acid sequence identity, alternatively at least about 91 % 

30 nucleic acid sequence identity, alternatively at least about 92% nucleic acid sequence identity, alternatively at 
least about 93% nucleic acid sequence identity, alternatively at least about 94% nucleic acid sequence identity, 
alternatively at least about 95% nucleic acid sequence identity, alternatively at least about 96% nucleic acid 
sequence identity, alternatively at least about 97% nucleic acid sequence identify, alternatively at least about 98% 
nucleic acid sequence identity and alternatively at least about 99% nucleic acid sequence identity with a nucleic 

35 acid sequence encoding a lull-length native sequence PRO polypeptide sequence as disclosed herein, a full-length 
native sequence PRO polypeptide sequence lacking the signal peptide as disclosed herein, art extraceiHil ar domain 
of a PRO polypeptide, with or without the signal sequence, as disclosed herein or any other fragment of a futl- 
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length PRO polypeptide sequence as disclosed herein. Variants do not encompass the native nucleotide 
sequence. 

Ordinarily, PRO variant polynucleotides are at least about 30 nucleotides in length, alternatively at least 
about 60 nucleotides in length, alternatively at least about 90 nucleotides in length, alternatively at least about 
120 nucleotides in length, alternatively at least about 150 nucleotides in length, alternatively at least about ISO 
nucleotides in length, alternatively at least about 210 nucleotides in length, alternatively at least about 240 
nucleotides in length, alternatively at least about 270 nucleotides in length, alternatively at least about 300 
nucleotides in length, alternatively at least about 450 nucleotides in length, alternatively at least about 600 
nucleotides in length, alternatively at least about 900 nucleotides in length, or more. 

"Percent (%) nucleic acid sequence identity" with respect to PRO-encoding nucleic acid sequences 
identified herein is defined as the percentage of nucleotides in a candidate sequence that are identical with the 
nucleotides in the PRO nucleic acid sequence of interest, after aligning the sequences and introducing gaps, if 
necessary, to achieve the maximum percent sequence identity. Alignment for purposes of determining percent 
nucleic acid sequence identity can be achieved in various ways that are within the skill in the art, for instance, 
using publicly available computer software such as BLAST, BLAST-2, ALIGN or Megalign (DNASTAR) 
software. For purposes herein, however, % nucleic acid sequence identity values are generated using the 
sequence comparison computer program A LIGN-2, wherein the complete source code for die ALIGN-2 program 
is provided m Table 1. below. The ALIGN-2 sequence comparison computer program was authored by 
Genentech, Inc. and the source code shown in Table 1 below has been filed with user documentation in me U.S. 
Copyright Office, Washington D.C., 20559, where it is registered under U.S. Copyright Registration No. 
TXU5 10087. The ALIGN-2 program is publicly available through Genentech, Inc., South San Francisco, 
California or may be compiled from the source code provided in Table 1 below. The ALIGN-2 program should 
be compiled for use on a UNIX operating system, preferably digital UNIX V4.0D. All sequence comparison 
parameters are set by the ALIGN-2 program and do not vary. 

In situations where ALIGN-2 is employed for nucleic acid sequence comparisons, the % nucleic acid 
sequence identity of a given nucleic acid sequence C to. with, or against a given nucleic acid sequence D (which 
can alternatively be phrased as a given nucleic acid sequence C that has or comprises a certain % nucleic acid 
sequence identity to, with, or against a given nucleic acid sequence D) is calculated as follows; 

100 times the fraction W/Z 

where W is the number of nucleotides scored as identical matches by the sequence alignment program ALIGN -2 
in that program's alignment of C and D, and where Z is the total number of nucleotides in D. It will be 
appreciated that where the length of nucleic acid sequence C is not equal to the length of nucleic acid sequence 
D, the % nucleic acid sequence identity of C to D will not equal the % nucleic acid sequence identity of D to 
C. As examples of % nucleic acid sequence identity calculations, Tables 4 and 5, demonstrate how to calculate 
the % nucleic acid sequence identity of the nucleic acid sequence designated "Comparison DNA" to the nucleic 
acid sequence designated "PRO DNA", wherein "PRO -DNA" represents a hypothetical PRO-encoding nucleic 
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acid sequence of interest, "Comparison DNA* represents the nucleotide sequence of a nucleic acid moiecule 
against which the "PRO-DN A " nucleic acid molecule of interest is being compared, and "N\ " L" and " V " each 
represent different hypothetical nucleotides. 

Unless specifically stated otherwise, all % nucleic acid sequence identity values used herein are obtained 
as described in the immediately preceding paragraph using the ALIGN -2 computer program. However, % 
5 nucleic acid sequence identity values may also be obtained as described below by using the WU-BLAST-2 
computer program (Altschul et at. Methods in Enzymoloyy 266:460-480 (1996)). Most of the WU-BLAST-2 
search parameters are set to the default values. Those not set to default values, i.e., the adjustable parameters, 
are set with the following values: overlap span = !, overlap fraction = 0.125, word threshold (T) = 11, and 
scoring matrix = BLOSUM62. When WU-BLAST-2 is employed, a % nucleic acid sequence identity value 

10 is determined by dividing (a) the number of matching identical nucleotides between the nucleic acid sequence 
of the PRO polypeptide-encoding nucleic acid moiecule of interest having a sequence derived from the native 
sequence PRO polypeptide-encoding nucleic acid and the comparison nucleic acid molecule of interest (i.e., the 
sequence against which the PRO polypeptide-encoding nucleic acid molecule of interest is being compared which 
may be a variant PRO polynucleotide) as determined by WU-BLAST-2 by (b) the total number of nucleotides 

15 of the PRO polypeptide-encoding nucleic acid molecule of interest. For example, in the statement "an isolated 
nucleic acid molecule comprising a nucleic acid sequence A which has or having at least 80% nucleic acid 
sequence identity to the nucleic acid sequence ET, the nucleic acid sequence A is the comparison nucleic acid 
molecule of interest and the nucleic acid sequence B is the nucleic acid sequence of the PRO polypeptide- 
encoding nucleic acid moiecule of interest. 

20 Percent nucleic acid sequence identity may also be determined using the sequence comparison program 

NCBI-BLAST2 {Altschul et ah, Nucleic Acids Res. 25:3389-3402 (1997)}. The NCBI-BLAST2 sequence 
comparison program may be downloaded from http://www.ncbi.nlm.nih.gov or otherwise obtained from the 
National Institute of Health. Bethesda, MD, NC8I-BLAST2 uses several search parameters, wherein ail of those 
search parameters are set to default values including, for example, unmask = yes, strand ~ all, expected 

25 occurrences ™ 10, minimum low complexity length = 15/5, multi-pass e-value ~ 0.01 , constant for multi-pass 
~ 25, dropoff for final gapped alignment = 25 and scoring matrix ~ BLOSUM62. 

in situations where NCBI-BLAST2 is employed for sequence comparisons , the % nucleic acid sequence 
identity of a given nucleic acid sequence C to, with, or against a given nucleic acid sequence D (which can 
alternatively be phrased as a given nucleic acid sequence C thai has or comprises a certain % nucleic acid 

30 sequence identity to, with, or against a given nucleic acid sequence D) is calculated as follows: 

100 times the fraction W/Z 

where W is the number of nucleotides scored as identical matches by die sequence alignment program NCBI- 
35 BLAST2 in that program's alignment of C and D, and where Z is the total number of nucleotides in D. it will 
be appreciated that where the length of nucleic acid sequence C is not equal to the length of nucleic acid sequence 
D, the % nucleic acid sequence identity of C to D will not equal the % nucleic acid sequence identity of D to 
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C. 

fn other embodiments, PRO variant polynucleotides are nucleic acid molecules that encode an active 
PRO polypeptide and which are capable of hybridizing, preferably under stringent hybridization and wash 
conditions, to nucleotide sequences encoding a full-length PRO polypeptide as disclosed herein, PRO variant 
polypeptides may be those that are encoded by a PRO variant polynucleotide. 
5 "Isolated, " when used to describe the various ypepti t. 1 i i t > r fak that has 

been identified and separated and/or recovered from a component of its natural environment. Contaminant 
components of its natural environment are materials that would typically interfere with diagnostic or therapeutic 
uses for the polypeptide, and may include enzymes, hormones, and other proteinaceous or non-proteinaceous 
solutes, in preferred embodiments, the polypeptide will be purified (1) to a degree sufficient to obtain at least 

10 IS residues of N-termirtal or internal amino acid sequence by use of a spinning cup sequenator, or (2) to 
homogeneity by 5DS-PAGE under non-reducing or reducing conditions using Coomassie bine or, preferably, 
silver stain. Isolated polypeptide includes polypeptide in situ within recombinant: cells, since at least one 
component of the PRO polypeptide natural environment will not be present. Ordinarily, however, isolated 
polypeptide will be prepared by at least one purification step. 

15 An "isolated" PRO polypeptide-encoding nucleic acid or other polypeptide-encoding nucleic acid is a 

nucleic acid molecule that is identified and separated from at least one contaminant nucleic acid molecule with 
which it is ordinarily associated in the natural source of the polypeptide-encoding nucleic acid. An isolated 
polypeptide-encoding nucleic acid molecule is other than in the form or setting in which it is found in nature. 
Isolated polypeptide-encoding nucleic acid molecules therefore are distinguished from the specific polypeptide- 

20 encoding nucleic acid molecule as it exists in natural cells. However, an isolated polypeptide-encoding nucleic 
acid molecule incl udes polypeptide-encoding nucleic acid molecules contained in cells that ordinarily express the 
polypeptide where, for example, the nucleic acid molecule is in a chromosomal location different from that of 
natural cells. 

The term "control sequences" refers to DNA sequences necessary for the expression of an operably 
25 linked coding sequence in a particular host organism. The control sequences that are suitable for prokaryotes, 
for example, include a promoter, optionally an operator sequence, and a ribosome binding site. Eukaryotic cells 
are known to utilize promoters, poiyadenylation signals, and enhancers. 

Nucleic acid is "operably linked" when it is placed into a functional relationship with another nucleic 
acid sequence. For example, DNA for a presequence or secretory leader is operably linked to DNA for a 
30 polypeptide if it is expressed as a preprotein that participates in the secretion of the polypeptide; a promoter or 
enhancer is operably linked to a coding sequence if it affects the transcription of the sequence; or a ribosome 
binding site is operably linked to a coding sequence if it is positioned so as to facilitate translation. Generally, 
"operably linked" means that the DNA sequences being linked are contiguous, and, in the case of a secretory 
leader, contiguous and in reading phase. However, enhancers do not have to be contiguous. Linking is 
35 accomplished by ligation at convenient restriction sites. If such sites do not exist, the synthetic oligonucleotide 
adaptors or linkers are used in accordance with conventional practice. 
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The term "antibody " is usee! in the broadest sense and specifically covers, for example, single anti~PRQ 
monoclonal antibodies (including agonist, antagonist, and neutralizing antibodies), anti-PRG antibody 
compositions with poiyepitopic specificity, single chain anii-PRO antibodies, and fragments of" ami-PRO 
antibodies (see below). The term "monoclonal antibody* as used herein refers to an antibody obtained from a 
population of substantially homogeneous antibodies, i.e. , the individual antibodies comprising the population are 
5 identical except for possible naturally-occurring mutations that may be present in minor amounts. 

"Stringency " of hybridization reactions is readily determinable by one of ordinary skill in the art, and 
generally is an empirical calculation dependent upon probe length, washing temperature, and salt concentration. 
In general, longer probes require higher temperatures for proper annealing, while shorter probes need lower 
teraperaaires. Hybridization generally depends on the ability of denatured DNA to reanneal when 

K) complementary strands are present in an environment below their melting temperature. The higher the degree 
of desired homology between the probe and hybridizable sequence, the higher the relative temperature which 
can be used. As a result, it follows that higher relative temperatures would tend to make the reaction conditions 
more stringent, while lower temperatures less so. For additional details and explanation of stringency of 
hybridization reactions, see Ausubel et ah, Current Protocols in Molecular Biolog y. Wiley inrerscience 

15 Publishers, (1.995). 

"Stringent conditions" or "high stringency conditions", as defined herein, may be identified by those 
that: (1) employ low ionic strength and high temperature for washing, for example 0.015 M sodium 
chloride/0.001.5 M sodium citrate/0.1% sodium dodecyl sulfate at 50"C; (2) employ during hybridization a 
denaturing agent, such as formamide, for example, 50% (v/v) formamide with 0.1% bovine serum 

20 albumin/0, 1 % Ficoii/0. 1 % poiyvinylpyrrolidone/50mM sodium phosphate buffer atpH 6.5 with 750 mM sodium 
chloride, 75 mM sodium citrate at 42°C; or 0) employ 50% formamide, 5 x SSC {0.75 M NaCl. 0.075 M 
sodium citrate), 50 mM sodium phosphate (pH 6.8), 0.1% sodium pyrophosphate, 5 x Denhardt's solution, 
sonicated salmon sperm DNA (50 fig/ml), 0.1% SDS, and 10% dextran sulfate at 4TC t with washes at 42 °C 
in 0.2 x SSC (sodium chloride/sodium citrate) and 50% formamide at 55 °C, followed by a high-stringency wash 

25 consisting of 0. 1 x SSC containing EDTA at 55°C. 

"Moderately stringent conditions" may be identified as described by Samhroofc et ah, Molecular 
Cloning: A Laboratory Manual . New York: Cold Spring Harbor Press, 1989, and include the use of washing 
solution and hybridization conditions (e.g., temperature, ionic strength and %SDS) less stringent that those 
described above. An example of moderately stringent conditions is overnight incubation at 37 ,! C in a solution 

30 comprising; 20% formamide, 5 x SSC (1 50 mM NaCl, 15 mM trisodium citrate), 50 mM sodium phosphate <pH 
7.6), 5 x Denhardt's solution, 10% dextran sulfate, and 20 mg/mi denatured sheared salmon sperm DNA, 
followed by washing the filters in i x SSC at about 37-50°C. The skilled artisan will recognise how to adjust 
the temperature, ionic strength, etc. as necessary to accommodate factor's such as probe length and the like. 

The term "epitope tagged" when used herein refers to a chimeric polypeptide comprising a PRO 

35 polypeptide fused to a "tag polypeptide" . The tag polypeptide has enough residues to provide an epitope against 
which an antibody can be made, yet is short enough such that it does not interfere with act ivity of the polypeptide 
to which it is fused. The tag polypeptide preferably also is fairly unique so that the antibody does not 
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substantially cross-react with other epitopes. Suitable tag polypeptides generally have at least six amino acid 
residues and usually between about 8 and 50 amino acid residues (preferably, between about 10 and 20 amino 
acid residues). 

As used herein, the term "immunoadhesin ,, designates antibody-like molecules which combine the 
binding specificity of a heterologous protein (an "adhesin") with the effector functions of immunoglobulin 
5 constant domains. Structurally, the tmmuroadhesins comprise a fusion of an amino acid sequence with the 
desired binding specificity which is other than the antigen recognition and binding site of an antibody (i.e., is 
"heterologous"), and an immunoglobulin constant domain sequence. The adhesin part of an inunnnoadhesin 
molecule typically is a contiguous amino acid sequence comprising at least the binding site of a receptor or a 
hgand. The immunoglobulin constant domain sequence in the immunoadhesin may be obtained from any 
10 immunoglobulin, such as IgG-1 , IgG-2, lgG-3, or IgG-4 subtypes, IgA (including IgA-1 and fgA-2), igE, IgD 
or IgM , 

"Active" or "activity" for the purposes herein refers to form(s) of a PRO polypeptide which retain a 
biological and/or an immunological activity of native or naturally-occurring PRO, wherein "biological" activity 
refers to a biological function (either inhibitory or stimulatory) caused by a native or natural ly-occurring PRO 

1 5 other than the ability to induce the production of an antibody against an antigenic epitope possessed by a native 
or naturally -occurring PRO and an "immunological" activity refers to die ability to induce the production of an 
antibody against an antigenic epitope possessed by a native or namrally-occurring PRO. 

The term "antagonist" is used in the broadest sense, and includes any molecule that partially or rally 
blocks, inhibits, or neutralizes a biological activity of a native PRO polypeptide disclosed herein. In a similar 

20 manner, the term "agonist" is used in the broadest sense and includes any molecule that mimics a biological 
activity of a native PRO polypeptide disclosed herein. Suitable agonist or antagonist molecules specifically 
include agonist or antagonist antibodies or antibody fragments, fragments or amino acid sequence variants of 
native PRO polypeptides, peptides, antisense oligonucleotides, small organic molecules, etc. Methods for 
identifying agonists or antagonists of a PRO polypeptide may comprise contacting a PRO polypeptide with a 

25 candidate agonist or antagonist molecule and measuring a detectable change in one or more biological activities 
normally associated with the PRO polypeptide. 

"Treatment" refers to both therapeutic treatment and prophylactic or preventative measures, wherein 
the object is to prevent or slow down (lessen) the targeted pathologic condition or disorder. Those in need of 
treatment include those already with the disorder as well as those prone to have the disorder or those in whom 

30 the disorder is to be prevented, 

"Chronic" administration refers to administration of the agent(s) in a continuous mode as opposed to 
an acute mode, so as to maintain the initial therapeutic effect (activity) for an extended period of time. 
" wtermittent" administration is treatment that is not consecutively done without interruption, but rather is cyclic 
in nature. 

35 " Mammal " for purposes of treatment refers to any animal classified as a mammal, including humans, 

domestic and farm animals, and zoo, sports, or pet animals, such as dogs, cats, cattle, horses, sheep, pigs, goats, 
rabbits, etc. Preferably, the mammal is human. 
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Administration "in combination with" one or more further therapeutic agents includes simultaneous 
(concurrent) and consecuti ve administration in any order. 

"Carriers" as used herein include pharmaceutical !y acceptable carriers, excipients, or stabilizers which 
are nontoxic to the cell or mammal being exposed thereto at the dosages and concentrations employed. Often 
the physiologically acceptable carrier is an aqueous pH buffered solution. Examples of physiologically 
5 acceptable carriers include buffers such as phosphate, citrate, and other organic acids; antioxidants including 
ascorbic acid; low molecular weight (less than about 10 residues) polypeptide; proteins, such as serum albumin, 
gelatin, or immunoglobulins; hydrophilic polymers such as polyvinylpyrrolidone; amino acids such as glycine, 
glutamine, asparagine, arginine or lysine; monosaccharides, disaccharides, and other carbohydrates including 
glucose, mannose, or destrins; chelating agents such as EDTA; sugar alcohols such as mannttol or sorbitol ; salt- 
10 forming eounterions such as sodium; and/or nonionic surfactants such as TWEEN™, polyethylene glycol (PEG), 
and PLURONICS™. 

"Antibody fragments" comprise a portion of an intact antibody, preferably the antigen binding or 
variable region of the intact antibody. Examples of antibody fragments include Fab, Fab', F(ab% and Fv 
fragments; diabodies; linear antibodies (Zapata et al.. Protein Eng. 8(10): 1057-1062 (1995]); single-chain 

15 antibody molecules; and multispeciftc antibodies formed from antibody fragments. 

Papain digestion of antibodies produces two identical antigen-binding fragments, called "Fab" 
fragments, each with a single antigen-binding site, and a residual "Fc" fragment, a designation reflecting the 
ability to crystallize readily. Pepsin treatment yields an FCaV^ fragment that has two antigen-combining sites 
and is still capable of cross-linking antigen. 

20 "Fv" is the minimum antibody fragment which contains a complete antigen-recognition and -binding 

site. This region consists of a dimer of one heavy- and one light-chain variable domain in tight, non-covaient 
association. It is in this configuration that the three CDRs of each variable domain interact to define an antigen- 
binding site on the surface of the V H -V, dimer. Collectively, the six CDRs confer antigen-binding specificity 
to the antibody. However, even a single variable domain (or half of an Fv comprising only three CDRs specific 

25 for an antigen) has the ability to recognize and bind antigen, although at a lower affinity than the entire binding 
site. 

The Fab fragment also contains the constant domain of the light chain and the first constant domain 
(CHI) of the heavy chain. Fab fragments differ from Fab' fragments by the addition of a few residues at the 
earboxy terminus of the heavy chain CH I domain including one or more cysteines from the antibody binge 
30 region. Fab'-SH is the designation herein for Fab' in which the cysteine residue(s) of the constant domains bear 
a free thiol group. F(ab') ? antibody fragments originally were produced as pairs of Fab' fragments which have 
hinge cysteines between them. Other chemical couplings of antibody fragments are also known. 

The "light chains" of antibodies (immunoglobulins) from any vertebrate species can be assigned to one 
of two clearly distinct types, called kappa and lambda, based on the amino acid sequences of their constant 
35 domains. 

Depending on the amino acid sequence of the constant domain of their heavy chains, immunoglobulins 
can be assigned to different classes. There are five major classes of immunoglobulins: IgA, IgD, IgE, IgG, and 

45 
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IgM, and several of these may be further divided into subclasses (isotypics), e.g. , IgGl , IgG2, IgG3, lgG4, IgA, 
and lgA2. 

"Single-chain Fv" or *sFv" antibody frapnentseomprise the V„ and V L domains of antibody, wherein 
these domains are present in a single polypeptide chain. Preferably, the Fv polypeptide further comprises a 
polypeptide linker between the V„ and V L domains which enables the sFv to form the desired structure for 
5 antigen binding. For a review of sFv, see Pluckthun in The Pharma colog y of Monoclonal Antibodi es, vol . 113, 
Rosenburg and Moore eds.. Springer- Verlag, New York, pp. 269-315 (1994). 

The term "diabodies" refers to small antibody fragments with two antigen-binding sites, which 
fragments comprise a heavy-chain variable domain (V lf ) connected to a light-chain variable domain (V L ) in the 
same polypeptide chain (V ir V ( ). By using a linker that is too short to allow pairing between the two domains 

10 on the same chain, the domains are forced to pair with the complementary domains of another chain and create 
two antigen-binding sites. Diabodies are described more fully in, for example, FP 404,097; WO 93/1 1161; and 
Bollinger et at., Proc. Natl. Acad. Sci. USA , 90:6444-6448 (1993). 

An "isolated" antibody is one which has been identified and separated and/or recovered from a 
component of its natural environment. Contaminant components of its natural environment are materials which 

15 would interfere with diagnostic or therapeutic uses for the antibody, and may include enzymes, hormones, and 
other prateinaceous or nonproteinaceous solutes. In preferred embodiments, the antibody will be purified (I) 
to greater than 95% by weight of antibody as determined by the Lowry method, and most preferably more than 
99% by weight, (2) to a degree sufficient to obtain at least 15 residues of N-terrninal or infernal amino acid 
sequence by use of a spinning cup sequenator, or (3) to homogeneity by SDS-PAGE under reducing or 

20 nonredtocing conditions using Coomassie blue or, preferably, silver stain. Isolated antibody includes die antibody 
in situ within recombinant ceils since at least one component of the antibody's natural environment will not be 
present. Ordinarily, however, isolated antibody will be prepared by at least one purification step. 

An antibody that "specifically binds to" or is "specific for" a particular polypeptide or an epitope on 
a particular polypeptide is one that binds to dial particular polypeptide or epitope on a particular polypeptide 

25 without substantially binding to any other polypeptide or polypeptide epitope. 

The word "label " when used here in refers to a detectable compound or composition which is conjugated 
directly or indirectly to the antibody so as to generate a "labeled" antibody. The label may be detectable by itself 
(e.g. radioisotope labels or fluorescent labels) or, in the case of an enzymatic label, may catalyze chemical 
alteration of a substrate compound or composition which is detectable. 

30 By "solid phase" is meant a non-aqueous matrix to which the antibody of the present invention can 

adhere. Examples of solid phases encompassed herein include those formed partially or entirely of glass (e.g. , 
controlled pore glass), polysaccharides (e.g., agarose), polyacrylamides, polystyrene, polyvinyl alcohol and 
silicones. In certain embodiments, depending on the context, the solid phase can comprise the well of an assay 
plate; in others it is a purification column (e.g., an affinity chromatography column). This term also includes 

35 a discontinuous solid phase of discrete panicles, such as those described in U.S. Patent No. 4,275,149. 

A "liposome" is a small vesicle composed of various types of lipids, phospholipids and/or surfactant 
which is useful for delivery of a drug (such as a PRO polypeptide or antibody thereto) to a mammal. The 
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components of the liposome are commonly arranged in a Mayer formation, similar to the lipid arrangement of 
biological membranes. 

A "small molecule" is defined herein to have a molecular weight below about 500 Daitons. 
An "effective amount" of a polypeptide disclosed herein or an agonist or antagonist thereof is an amount 
sufficient to carry out a specifically stated purpose. An "effective amount" may be determined empirically and 
5 in a routine manner, in relation to the stated purpose. 
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Table! 

/* 

* C-C increased from 12 to 15 

* 2 is average of EQ 

* B is average of ND 

* match with stop is _M; stop-stop - 0; J (joker) match — 0 
#tfcfine _M -8 /* value of a match wkfe a stop */ 
ttit day[26](26] - { 

/* A B C D E F 0 H 1 J K L M N O P Q R S T U V W X Y Z */ 
/* A */ { 2, 0,-2, 0, 0,-4, 1,-1,-1, 0.-1,-2,-1, 0,_M, 1, 0,-2, 1, 1, 0, 0.-6, 0.-3, 0}, 
/* B */ { 0, 3.-4, 3, 2,-5, 0, 1,-2. 0. 0,-3,-2, 2, M.-1, 1, 0, 0, 0, 0,-2,-5, 0,-3, 1}, 
/* C */ {-2,-4.15,-5,-5,-4,-3,-3,-2, 0,-5.~6,-S,-4,_M,-3.-5,-4. 0,-2, 0,-2.-8, 0, 0,-5}. 
/* D */ { 0, 3,-5, 4, 3,-6, 1, 1,-2, 0, 0,-4,-3, 2,_M.-1, 2.-1, 0, 0, 0,-2.-7, 0.-4, 2}, 
/* E */ { 0, 2.-5, 3. 4,-5, 0. 1,-2, 0, 0,-3,-2, l,_M,-i, 2,-1, 0, 0, 0,-2,-7, 0,-4, 3}, 
/* F */ {-4,-5,-4,-6,-5, 9.-5,-2. i , 0,-5, 2. 0,-4, _M.-5, -5,-4,-3. -3, 0.-1, 0, 0, 7,-5}, 
/* G */ { 1, 0,-3, 1, 0,-5, 5,-2.-3, 0,-2,-4,-3. 0, M,-l.-3,-3, 1,0, 0,-1,-7, 0,-5, 0), 
/* H */ fl, 1.-3, 1, 1,-2,-2, 6,-2, 0, 0,-2,-2, 2. M, 0, 3, 2,-1,-1, 0,-2,-3, 0, 0, 2}, 
/* I «/ {-1,-2,-2,-2.-2. 1.-3,-2, 5, 0,-2, 2, 2,-2,'_M,-2,-2.-2,-l. 0, 0, 4,-5, 0,-1,-2}, 
/* J */ { 0. 0. 0, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0._M, 0. 0, 0, 0. 0, 0. 0, 0, 0, 0. 0}, 
/* K */ fl, 0.-5, 0, 0,-5,-2, 0,-2, 0, 5,-3, 0, 1, M,-I, 1, 3. 0, 0, 0,-2,-3, 0,-4, 0}, 
/* L */ {-2,-3,-6, -4.-3, 2.-4,-2. 2, 0.-3. 6, 4,-3.JML-3.-2.-3.-3.-I, 0, 2,-2, 0,-1,-2}, 
/* M */ {-1,-2,-5.-3,-2. 0,-3.-2, 2, 0. 0, 4, 6,-2. M.-2.-1, 0,-2.-1, 0, 2,-4, 0,-2,-1}, 
/* N */ {0, 2.-4, 2. 1,-4, 0, 2,-2, 0, 1,-3,-2, 2,~M,-1, 1, 0, 1, 0, 0,-2,-4, 0,-2, 1}. 

/*0*/ { M, M, M, M, M. M, M, M, M, M. M. M,_M,_M, 0, M,.M,_M,_M,_M._M,_M._M,_M,_M,JM}, 

/* P */ {~l,-T,-3, 4,-1,-5,-1 , 0,-2, 0,-1,-3,-2,-f, M, 6.1), 0, 1,1), 0,-1,-6, 0,-5, 0}, 

/* Q */ { 0, 1,-5. 2, 2,-5,-1, 3,-2, 0, 1,-2,-1- 1 Jw, 0, 4. 1,-1.-1, 0,-2,-5, 0,-4, 3}, 

/* R */ {-2, 0,-4,-1,-1,-4,-3, 2,-2, 0, 3,-3, 0, 0, M.0.1, 6, 0.-1 , 0.-2, 2, 0,-4, 0}, 

/* S */ { I, 0, 0, 0, 0,-3, 1,-1,-1, 0, 0,-3,-2, 1, M, 1,-1, 0, 2, 1, 0,-1,-2. 0,-3, 0}, 

/* T */ { 1. 0,-2, 0, 0,-3, 0,-1, 0, 0, 0,-1,-1, 0.~M. 0,-1, -1, 1, 3, 0, 0.-5, 0,-3, 0}. 

/* U »/ { 0. 0, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0, M, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0, 0}, 

/* V */ { 0,-2,-2,-2,-2,-1,-5 .-2, 4, 0.-2, 2, 2,-27.M,-l .-2,-2.-1, 0, 0, 4,-6. 0,-2,-2}, 

/* W */ {-6,-5,-8,-7,-7, 0,-7,-3,-5, 0,-3,-2,-4,-4, M.-6.-5, 2,-2,-5, 0,-6, 17, 0. 0,-6}, 

/* X */ { 0, 0, 0, 0. 0. 0, 0, 0, 0, 0. 0, 0. 0, 0. M, 0. 0, 0, 0. 0, 0, 0, 0, 0, 0, 0}, 

/* Y */ {-3,-3, 0,-4.-4, 7,-5, 0,-1, 0,-4.-1,-2,-27 M, -5.-4 ,-4.-3, -3, 0,-2, 0, 0, 10,-4}, 

/* Z */ { 0, 1,-5, 2, 3,-5, 0, 2,-2, 0. 0,-2.-1, 1 . M 0, 3, 0, 0, 0, 0.-2,-6, 0,-4, 4} 

}; 
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